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Description 



The present invention relates to a novel cyclic amine derivative which exhibits an excellent activity as a pharmaceu- 
tical. 



[Background of the Invention and Prior Art] 

Various attempts have been made to treat cerebrovascular diseases with a drug. For example, cerebrovasodilators 
and cerebral metabolism activators are used. So far, however, there has been no drug which is very useful for the 
w treatment of the cerebrovascular diseases. In particular, with respect to cerebrovascular dementia, mental dysfunction, 
etc. among various symptoms accompanying cerebrovascular diseases, no effective drug has yet been developed. 

However, in recent years, a theory that an excitatory amino acid liberated after ischemia seriously participates in 
the death of nerve cells has attracted worldwide attention. This theory was substantiated by the facts that ischemia 
brings about liberation of a glutamate and the cell injury derived from ischemia is antagonized by a glutamate antagonist. 
is US-A-4075346 discloses derivatives useful as central nervous system depressants which include a propyl linking 
group between a benzoyl group and piperidene group. 

The Japanese - United States Congress of Pharmaceutical Sciences, post abstracts, 2nd-7th December 1987, page 
159 discloses certain piperidene derivatives which have a potent inhibitory effect on glutamate release. 

EP-A-0288563, published on 7th April 1 988, discloses the use of various piperidene derivatives useful for the treat- 
20 ment of cerebral disorder. 

The present inventors have paid their attention to the neurotoxin activity of the above-described glutamate in starting 
the search for a new agent for treating cerebrovascular diseases, particularly an agent for improving a mental symptom 
accompanying the cerebrovascular diseases and have repeated studies on various compounds for a long period of time. 
As a result, we have found that a cyclic amine derivative which will be described hereinbelow exhibits an excellent activity 
25 on the suppression of glutamate liberation, which have led to the completion of the present invention. 

Accordingly, an object of the present invention is to provide a cyclic amine derivative or pharmacologically acceptable 
salts thereof effective as an agent for improving mental symptoms accompanying cerebrovascular diseases, such as 
cerebral apoplexy, cerebral hemorrhage, cerebral infarction and cerebral arteriosclerosis, and polyinfarctive dementia, 
and a process for preparing said compound and pharmacologically acceptable salts thereof. Another object of the present 
30 invention is to provide a pharmaceutical comprising as an effective ingredient said compound or pharmacologically 
acceptable salts thereof. 

According to one aspect, the present invention provides a cyclic amine or a pharmacological ly acceptable salt thereof 
represented by the general formula: 



wherein A is a naphthyl group or a naphthyl group substituted by an alkoxy group having 1-6 carbon atoms or hydroxy; 
phenyl or a phenyl group substituted by an alkyl group having 1-6 carbon atoms or a halogen; a quinolyl group; or an 
45 alkyl group having 1 -6 carbon atoms, 
X is a group represented by the formula 



5 
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a group represented by the formula 



5 




a group represented by the formula 



10 



15 




or a group represented by the formula 



20 



O 



25 



and 



B is an alkyl group having 1 -6 carbon atoms; or a group represented by the formula -Y-Z wherein Y represents - 
O- or -NH-; and 

Z is a phenyl group which may be substituted by one or two of the same or different substrtuents selected from 
30 the group consisting of a halogen, an alkyl group having 1-6 carbon atoms, and an alkoxy group having 1-6 carbon 
atoms; a naphthyl group; a pyridyl group; or an alkyl group having 1 -6 carbon atoms; 
with the proviso that: 

(i) if X represents -CO-, n=2 and B represents a methyl group, then A is neither a methyl group nor an unsubstituted 
35 phenyl group; and 

(ii) if A is a methyl group, X represents -COCH 2 -and n=2, then B is not a methyl group or a phenyl group. 

According to a second aspect, the present invention provides the use of a pharmacologically effective amount of a 
cyclic amine or a pharmacologically acceptable salt thereof represented by the general formula: 

40 



so wherein A is a naphthyl group or a naphthyl group substituted by an alkoxy group having 1 -6 carbon atoms or hydroxy; 
phenyl or a phenyl group substituted by an alkyl group having 1-6 carbon atoms or a halogen; a quinoiyl group; or an 
alkyl group having 1-6 carbon atoms, 



45 




55 
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© 
(1 

-C-CK 2 - 



10 a group represented by the formula 




a group represented by the formula 



-C-CH-, 
I 

CH 3 

25 

or a group represented by the formula 

-ch 2 -L. 



and 

35 B is an alkyl group having 1 -6 carbon atoms; or a group represented by the formula -Y-Z wherein Y represents - 

O- or -NH-; and 

Z is a phenyl group which may be substituted by one or two of the same or different substituents selected from 
the group consisting of a halogen, an alkyl group having 1-6 carbon atoms, and an alkoxy group having 1-6 carbon 
atoms; a naphthyl group; a pyridyl group; or an alkyl group having 1-6 carbon atoms; 
40 for the manufacture of a medicament for improving, treating or preventing a mental symptom associated with a cere- 
brovascular disease. 

The term "alkyl group having 1-6 carbon atoms" used in the above definition of A, B, and Z with respect to the 
compound (I) of the presented invention is intended to mean a straight-chain or branched alkyl group having 1 to 6 
carbon atoms, and examples thereof include methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert- butyl, pentyl 
45 (amyl), isopentyl, neopentyl, tert-pentyl, 1-methylbutyl, 2-methylbutyl, 1 ,2-dimethyipropyl, hexyl, isohexyl, 1-methylban- 
tyl, 2-methylpentyl, 3-methylpentyl, 1,1-dimethylbutyl, 1,2-dimethylbutyl, 2,2-dimethylbutyl, 1,3-dimethylbutyl, 2,3- 
dimethylbutyl, 3,3-dimethylbutyl, 1 -ethylbutyl, 2-ethyl butyl, 1,1,2-trimethylpropyl. 1,2,2-trimethylpropyl, 1 -ethyl-1 -meth- 
ylpropyl, and 1-ethyl-2-methylpropyl groups. Among them, methyl, ethyl, propyl, isopropyl groups etc. are preferable. A 
methyl group is most preferable. 
so The term "alkoxy group having 1 -6 carbon atoms" used in the definition of A, and Z is intended to mean an alkoxy 
group derived from the above-described alkyl group, and preferable examples thereof include methoxy, ethoxy, propoxy, 
isopropoxy, butoxy, and isobutoxy groups. Among them, a methoxy group is most preferable. 

Examples of the halogen atom involved in the definition of A, and Z include chlorine, bromine, fluorine, and iodine. 

The term "pharmacologically acceptable salt" is intended to mean a commonly used nontoxic salt, and examples 
55 thereof include those of inorganic acids, such as hydrochloride, hydrobromide, sulfate and phosphate, those of organic 
acids, such as acetate, maieate, tartrate, methanesulfonate, benzenesulfonate, and toluenesulfonate, and salts with 
amino acids such as arginine and aspartic acid. 

In preferable embodiments of the cyclic amine and pharmacologically acceptable salts thereof as defined above, 
(1) B is a lower alkyl; (2) B is -Y-Z in which Y is -0-; or (3) A is a naphthyl group or a naphthyl group having a substituent 
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of a lower alkoxy or hydroxy, X is -CO-CH2-, and B is -Y-Z in which Y is -O-or -NH- and Z is phenyl or phenyl having one 
or two substituents, either the same as or different from each other, selected from the group consisting of a halogen, a 
lower alkyl, a lower alkoxyl and naphthyl. 

The invention provides a process for preparing a cyclic amine or a pharmacologically acceptable salt thereof as 
5 defined above, which comprises the step of reacting a halide compound having the formula: A-X-Hal in which Hal is a 
halogen and A and X each are defined above, with a compound having the formula: 




(H) 



in which B is as defined above. 

The invention also provides a pharmacological composition which comprises a pharmacologically effective amount 
of a cyclic amine or a pharmacologically acceptable salt thereof as defined above and a pharmacologically acceptable 
carrier. 

20 The compounds of the present invention may be prepared by various processes. A representative process for pre- 
paring the compounds of the present invention will now be described. 

Process of preparation 



A-X-Hal ( E ) 



35 



40 



45 




(m) 



( i ) 



so wherein A, X and B are as defined above and Hal is a halogen atom. 

Specifically, a halide represented by the general formula (II) is reacted with a compound represented by the general 
formula (III) to prepare a compound (I) which is an object compound of the present invention. 

This reaction is dehydrohalogenation conducted by any ordinary method while heating in the absence of any solvent 
or in an organic solvent which does not participate in the reaction, i.e., one selected from among alcoholic solvents, 
55 such as methanol, ethanol, and butanol, benzene, toluene, xylene, tetrahydrofuran, chloroform, carbon tetrachloride, 
and dimethylformamide. In this case, favorable results can be attained by conducting the reaction in the present of an 
inorganic salt, such as sodium hydrogencarbonate, potassium carbonate, sodium carbonate or caustic soda, or an 
organic base such as triethylamine, pyridine, pyrimidine or diethylaniline. 
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The effect of the present invention will now be described in more detail with reference to the following pharmaco- 
logical experiment. 

Experimental Example 

5 

Glutamate liberation inhibitory activity in cerebral cortex slice 

A male SD rat was decapitated, and cerebral cortices on both sides were then extirpated to prepare a slice having 
a thickness of 750 ^im (weight: 1 0 to 20 mg) with a Mcllwain tissue chopper. The slice was incubated in a Krebs-Henseleit 
10 liquid containing a test compound in the form of a solution thereof for 30 minutes. Then the slice was incubated in one 
ml of a Krebs-Henseleit liquid containing 50 mM of KCI and the test compound solution for 60 mins. For control, a solvent 
was added to a Krebs-Henseleit liquid containing only 50 mM of KCI. 

The glutamate liberated in the solution was determined by HPLC, and the glutamate liberation inhibitory activity (%) 
in 10~ 4 M of each test compound solution was calculated by the following equation: 

15 

m glutamate in each test compound solution . 1QQ 
{ " amount of glutamate in control group ' 



Table 1 



glutamate liberation inhibitory activity 


test compound 


glutamate liberation inhibitory activity (%) 1 x 10 4 M 


compd. of Ex. 3 


49 



25 

It is apparent from the above-described pharmacological experiment that the compounds of the present invention 
have a remarkable glutamate liberation inhibitory activity and exhibit a cell injury protective action and a learning distur- 
bance improving action after ischemia based on this activity. Therefore, the compounds of the present invention exhibit 
a useful pharmacological action, particularly a remarkable ischemic cerebrovascular disease improving action for the 

30 central nervous system and are useful as an agent for improving, treating or preventing mental symptoms associated 
with cerebrovascular diseases such as cerebral apoplexy, cerebral hemorrhage, cerebral infarction, cerebral arterioscle- 
rosis, and various types of dementia such as polyinfarcted dementia. 

Further, the compounds of the present invention exhibited high safety in toxicity tests on rats. Therefore, the present 
invention is valuable from this viewpoint as well. 

35 When the compounds of the present invention are used as a pharmaceutical for the above-described diseases, they 
may be orally or parenterally administered. The dose will vary depending on the severity of symptome, age, sex, weight 
and sensitivity of patients; method of administration; time and intervals of administration and properties, formulation, 
and kind of pharmaceutical preparations; kind of effective ingredients, etc., so that there is no particular limitation with 
respect to the dose. Normally, the compounds may be administered in a dose of about 0.1 to 300 mg, preferably about 

40 1 to 100 mg, per day per adult, ordinarily in one to four portions. 

The compounds of the present invention are converted into pharmaceutical preparations in the dosage form of, e.g., 
injections, suppositories, sublingual tablets, and capsules according to any method which is commonly accepted in the 
art. 

In preparing injections, the effective ingredient is blended, if necessary, with a pH modifier, a buffer, a suspending 
45 agent, a solubilizing agent, a stabilizer, a tonicity agent, a preservative, etc., followed by preparation of an intravenous, 
subcutaneous, or intramuscular injection according to an ordinary method, in this case, if necessary, it is possible to 
lyophilize these preparations according to any ordinary method. 

Examples of the suspending agent include methylcelluiose, Polysorbate 80, hydroxyethylcellulose, gum arable, pow- 
dered trangacanth, sodium carboxymethylcellulose, and polyoxyethylene sorbitan monolaurate. 
so Examples of the solubilizing agent include polyoxyethylene hydrogenated castor oil, Polysorbate 60, nicotinamide, 
polyoxyethylene sorbitan monolaurate, Macrogol, and ethyl esters of castor oil fatty acids. 

Examples of the stabilizer include sodium sulfite, sodium metasulfite, and ether, and examples of the preservative 
include methyl p-hydroxybenzoate, ethyl p-hydroxybenzoate, sorbic acid, phenol, cresol, and chlorocresol. 

55 [Examples] 

Representative examples of the present invention will now be described for the purpose of aiding the understanding 
of the present invention. 
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Example 1 

2-(4-MethvlDiDeridinvn-2'-acetonaDhthone hydrochloride 



10 




2.5 g of 2-bromo-2'-acetophthone, 1 g of methylpiperidine, 0.1 g of potassium iodide, and 3.1 g of triethylamine 
is were added to 1 00 ml of ethanol. The mixture was ref luxed for 20 min. The solvent was distilled off, and dichloromethane 
was added to the residue. The mixture was washed with water and dried. The dichloromethane was distilled off, and 
the residue was purified by column chromatography (silica gel) to prepare an oleaginous and oily intended compound. 
The compound was converted into a hydrochloride by an oridinary method and then recrystallized to prepare 1 .87 g of 
an intended hydrochloride. 

20 

• melting point: 202 - 203.5°C 

• elementary analysis: C18H21NOHC/ 



25 




C 


H 


N 




calculated (%): 


71.16 


7.30 


4.61 




found (%): 


71.21 


7.59 


4.50 



30 
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Examples 2 to 4 

Various compounds shown in Table 2 were synthesized in the same manner as that of Example 1. 
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Claims 

1 . A cyclic amine or a pharmacologically acceptable salt thereof represented by the general formula: 




wherein A is a naphthyl group or a naphthyl group substituted by an alkoxy group having 1 -6 carbon atoms of hydroxy; 
phenyl or a phenyl group substituted by an alkyl group having 1-6 carbon atoms or a halogen; a quinolyl group; or 
an alkyl group having 1-6 carbon atoms, 
X is a group represented by the formula 



-CH 2 -# 



a group represented by the formula 

I. 



a group represented by the formula 




or a group represented by the formula 

O 

-ch 2 -!!-, 



and 

B is an alkyl group having 1 -6 carbon atoms; or a group represented by the formula -Y-Z wherein Y represents 
-O- or-NH-;and 

2 is a phenyl group which may be substituted by one or two of the same or different substituents selected 
from the group consisting of a halogen, an alkyl group having 1-6 carbon atoms, and an alkoxy group having 1-6 
carbon atoms; a naphthyl group; a pyridyl group; or an alkyl group having 1-6 carbon atoms; 
with the proviso that; 

(i) if X represents -CO-, n=2 and B represents a methyl group, then A is neither a methyl group nor an unsub- 
stituted phenyl group; and 

(ii) if A is a methyl group, X represents -COCH 2 -and n=2, then B is not a methyl group or a phenyl group. 

2. A cyclic amine or a pharmacologically acceptable salt thereof according to claim 1, wherein B is an alkyl group 
having 1-6 carbon atoms. 

3. A cyclic amine or a pharmacologically acceptable salt thereof according to claim 1 , wherein B is -Y-Z and Y is -0-. 
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4. A cyclic amine or a pharmacologically acceptable salt thereof according to claim 1 , wherein A Is a naphthyl group 
or a naphthyl group having a substituent of an alkoxy group having 1-6 carbon atoms or hydroxy, X is -CO-CH 2 -, 
and B is -Y-Z in which Y is -O- or -NH- and 2 is phenyl or phenyl having one or two subst'rtuents which may be the 
same or different from each other, selected from a halogen, an alkyl group having 1-6 carbon atoms, an alkoxy 

5 group having 1 -6 carbon atoms and naphthyl. 

5. A process for preparing a cyclic amine or a pharmacologically acceptable salt thereof as defined in claim 1 , which 
comprises the step of reacting a halide compound having the formula: A-X-Hal in which Hal is a halogen and A and 
X are each as defined in claim 1 , with a compound having the formula: 

10 




in which B is as defined in claim 1. 

20 6. A pharmaceutical composition which comprises a pharmacologically effective amount of a cyclic amine or a phar- 
macologically acceptable salt thereof as defined in claim 1 and a pharmacologically acceptable carrier. 

7. The use of a pharmacologically effective amount of a cyclic amine or a pharmacologically acceptable salt thereof 
represented by the general formula: 

25 



30 




wherein A is a naphthyl group or a naphthyl group substituted by an alkoxy group having 1-6 carbon atoms or 
hydroxy; phenyl or a phenyl group substituted by an alkyl group having 1-6 carbon atoms or a halogen; a quinolyl 
35 group; or an alkyl group having 1 -6 carbon atoms, 
X is a group represented by the formula 

0 
II 

-OCH 2 - f 



a group represented by the formula 

45 



so a group represented by the formula 



55 



I. 



8 

-C-CH-, 



:h 3 
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or a group represented by the formula 



-CH 



X 



and 



B is an alkyl group having 1 -6 carbon atoms; or a group represented by the formula -Y-Z wherein Y represents 
-0- or -NH-;and 

Z is a phenyl group which may be substituted by one or two of the same or different substrtuents selected 
from the group consisting of a halogen, an alkyl group having 1-6 carbon atoms, and an alkoxy group having 1-6 
carbon atoms; a naphthyl group; a pyridyl group; or an alkyl group having 1-6 carbon atoms; 
for the manufacture of a medicament for improving, treating or preventing a mental symptom associated with a 
cerebrovascular disease. 

Patentanspruche 

1 , Ein cyclisches Amin oder ein pharmakologisch annehmbares Salz davon, reprasentiert durch die allgemeine Formel : 



worin A ein Naphthyl -Gruppe oder eine Naphthyl-Gruppe, die mit einer Alkoxy-Gruppe mit 1 - 6 Kohlenstoffatomen 
Oder einer Hydroxy-Gruppe substituiert ist; eine Phenyl<5ruppe oder eine Phenyl-Gruppe, die mit einer Alkyl-Gruppe 
mit 1 ■ 6 Kohlenstoffatomen oder einem Halogenatom substituiert ist; eine Chinolyl-Gruppe, oder eine Alkyl-Gruppe 
mit 1 bis 6 Kohlenstoffatomen darstellt; X ist eine Gruppe reprasentiert durch die Formel 




0 



II 

-C-CH 2 -, 



eine Gruppe reprasentiert durch die Formel 



O 



-C- 



eine Gruppe, reprasentiert durch die Formel 



O 



-C-CH- 



CH 3 
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Oder eine Gruppe, reprasentiert durch die Formel 



0 



II 

-CH 2 -C-, 



und B ist eine Alkyl-Gruppe mit 1 - 6 Kohlenstoffatomen oder eine Gruppe, reprasentiert durch die Formel -Y-Z, 
worin Y -O- oder -NH- reprasentiert, und Z ist eine Phenyl-Gruppe, die substituiert sein kann mit ein Oder zwei 
identischen oder verschiedenen Substituenten ausgewdhit aus der Gruppe bestehend aus einem Halogen, einer 
Alkyl-Gruppe mit 1 - 6 Kohlenstoffatomen, und einer Alkoxy-Gruppe mit 1 • 6 Kohlenstoffatomen; eine Naphthyl- 
Gruppe; eine Pyridyl-Gruppe; oder eine Alkyl-Gruppe mit 1 - 6 Kohlenstoffatomen; mit der Einschrankung, daB: 

(i) falls X -CO- reprasentiert, n=2 und B eine Methyl-Gruppe reprasentiert, a weder eine Methyl-Gruppe noch 
eine unsubstituiert Phenyl-Gruppe ist, und 

(ii) falls A eine Methyl-Gruppe ist, X -COCH 2 -reprasentiert und n=2, B nicht eine Methyl-Gruppe oder eine 
Phenyl-Gruppe ist. 

Ein cyclisches Amin oder ein pharmakologisch annehmbares Salz davon gemaB Anspruch 1 , 
dadurch gekennzeichnet, 

daB B eine Alkyl-Gruppe mit 1 - 6 Kohlenstoffatomen ist. 

Ein cyclisches Amin oder ein pharmakologisch annehmbares Salz davon gemaB Anspruch 1 , 
dadurch gekennzeichnet, 
daB B -Y-Z ist und Y ist -0-. 

Ein cyclisches Amin oder ein pharmakologisch annehmbares Salz davon gemaB Anspruch 1 , 
dadurch gekennzeichnet, 

daB A eine Naphthyl-Gruppe ist Oder eine Naphthyl-Gruppe mit einem Substituenten, der eine Alkoxy-Gruppe mit 
1 - 6 Kohlenstoffatomen oder eine Hydroxy-Gruppe ist, X ist -CO-CH2-, und B is -Y-Z, worin Y -O- Oder -NH- ist, und 
Z ist Phenyl oder Phenyl mit einem oder zwei Substituenten, die gleich oder voneinander verschieden sein kOnnen, 
ausgewahlt aus einem Halogen, einer Alkyl-Gruppe mit 1 - 6 Kohlenstoffatomen, einer Alkoxy-Gruppe mit 1 - 6 
Kohlenstoffatomen und Naphthyl. 

Verfahren zur Herstellung eines cyclischen Amins oder eines pharmakologisch annehmbaren Salzes davon, wie in 
Anspruch 1 definiert, umfassend den Schrittder Reaktion einer Halogen-Verbindung der Formel A-X-Hal, worin Hal 
ein Halogen ist und A und X sind wie in Anspruch 1 definiert, mit einer Verbindung der Formel: 



worin B wie in Anspruch 1 definiert ist. 

Eine pharmazeutische Zusammensetzung, umfassend eine pharmakologisch wirksame Menge eines cydischen 
Amins oder eines pharmakologisch annehmbaren Salzes davon wie in Anspruch 1 definiert und einen pharmako- 
logisch annehmbaren Trager. 
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Verwendung einer pharmakologisch wirksamen Menge eines cyclischen Amins oder eines pharmakologisch 
annehmbaren Salzes davon, das reprasentiert wird durch die allgemein Formel: 




worin A ein Naphthyl-Gruppe oder eine Naphthyl-Gruppe, die mit einer Alkoxy-Gruppe mit 1 ■ 6 Kohlenstoff- 
atomen oder einer Hydroxy-Gruppe substituiert ist; eine Phenyl-Gruppe oder eine Phenyl-Gruppe, die mit einer 
Alkyl-Gruppe mit 1 - 6 Kohlenstoffatomen oder einem Halogenatom substituiert ist; eine Chinolyl-Gruppe; oder eine 
Alkyl-Gruppe mit 1 bis 6 Kohlenstoffatomen darstellt, X ist eine Gruppe reprasentiert durch die Formel 

0 
II 

-C-CH 2 -, 

eine Gruppe reprasentiert durch die Formel 

O 
II 

-C- 



eine Gruppe, reprasentiert durch die Formel 

0 
II 

-C-CH- . 



oder eine Gruppe, reprasentiert durch die Formel 

O 

II " 

-CH 2 -C-, 

und B ist eine Alkyl-Gruppe mit 1 - 6 Kohlenstoffatomen oder eine Gruppe reprasentiert durch die Formel -Y-Z, worin 
Y -0- Oder -NH- reprasentiert, und Z ist eine Phenyl-Gruppe, die substituiert sein kann mit ein oder zwei identischen 
oder verschiedenen Substituenten ausgewahlt aus der Gruppe bestehend aus einem Halogen, einer Alkyl-Gruppe 
mit 1 - 6 Kohlenstoffatomen, und einer Alkoxy-Gruppe mit 1 - 6 Kohlenstoffatomen; eine Naphthyl-Gruppe; eine 
Pyridyl-Gruppe; oder eine Alkyl-Gruppe mit 1 - 6 Kohlenstoffatomen; 

zur Herstellung eines Medikaments zur Verbesserung, Behandlung oder Vorbeugung von mentalen Symptomen, 
die mit einer cerebrovaskuiaren Krankheit assoziiert sind. 
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Revendlcations 

1 . Amine cyclique ou sel pharmacologiquement acceptable derive de celle-ci, representee par la formule g£n£rale : 




dans laquelle A repr£serrte un groupe naphtyle ou un groupe naphtyle substitu6 avec un groupe alkoxy comportant 
de 1 k 6 atomes de carbone ou un groupe hydroxy ; un groupe ph£nyle ou un groupe ph£nyle substitu6 avec un 
groupe alkyle comportant de 1 & 6 atomes de carbone ou un atome d'halogSne ; un groupe quinolyle ; ou un groupe 
alkyle comportant de 1 & 6 atomes de carbone, 
X repr£sente un groupe de formule 

0 

-C-CH 2 -, 



un groupe 
de formule 




un groupe de formule 




ou un groupe de formule 

0 

-CHg-S-, 

et 

B repr6sente un groupe alkyle comportant de 1 & 6 atomes de carbone ; ou un groupe de formule -Y-Z dans laquelle 
Y repr£sente -O- ou -NH- ; et 

Z reprSsente un groupe phgnyle qui peut §tre substituG avec 1 ou 2 substituants identiques ou differents, choisis 
parmi un atome d'halog&ne, un groupe alkyle comportant de 1 a 6 atomes de carbone et un groupe alkoxy com- 
portant de 1 & 6 atomes de carbone ; un groupe naphtyle ; un groupe pyridyle ; ou un groupe alkyle comportant de 
1 £ 6 atomes de carbone ; d condition : 

(i) que si X repr6sente -CO-, n=2 et B repr6sente un groupe m&hyle, A ne repr6sente alors ni un groupe mGthyle 
ni un groupe ph6nyle non substitu6 ; et 

(ii) que si A reprGsente un groupe m6thyle, X repr6sente -COCH2- et n=2, B ne repr6sente alors pas un groupe 
methyle ou un groupe ph6nyle. 

2. Amine cyclique ou sel pharmacologiquement acceptable d6riv6 de celle-ci, selon la revendication 1 , dans laquelle 
B reprSsente un groupe alkyle comportant de 1 & 6 atomes de carbone. 
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3. Amine cyclique ou sel pharmacologiquement acceptable d£riv£ de celle-ci, selon la revendication 1 , dans laquelle 
B repr6sente -Y-Z et Y repr6sente -0-. 

4. Amine cyclique ou sel pharmacologiquement acceptable d6riv6 de celle-ci, selon la revendication 1 , dans laquelle 
5 A repr6sente un groupe naphtyle ou un groupe naphtyle comportant un substituant choisi parmi groupe alkoxy 

comportant de 1 k 6 atomes de carbone et un groupe hydroxy, X reprSsente -CO-CH 2 - et B repr6sente -Y-Z-, Y 
repr£sentant -O- ou -NH-, et Z repr6sente un groupe ph£nyle ou un groupe ph6nyle comportant 1 ou 2 substituants 
qui peuvent §tre identiques ou difterents Tun de I'autre, choisis parmi un atome d'halogfcne, un groupe alkyle com- 
portant de 1 &6atomesde carbone, un groupe alkoxy comportant de 1 &6atomesde carbone etun groupe naphtyle. 

10 

5. Proc6d6 de preparation d'une amine cyclique ou d'un sel pharmacologiquement acceptable derive de celle-ci, selon 
la revendication 1 , comprenant les Stapes consistant & faire r£agir un compost de type halog6nure de formule A- 
X-Hal dans laquelle Hal repr6sente un atome d'halogfcne. et A ainsi que X sont respectivement tels que d6f inis dans 
la revendication 1 , avec un compost de formule : 

15 




dans laquelle B est tel que d6f ini dans la revendication 1 . 

25 6. Composition pharmaceutique comprenant une quantity pharmacologiquement efficace d'une amine cyclique ou 
d'un sel pharmacologiquement acceptable derive de celle-ci, selon la revendication 1, et un vShicule pharmacolo- 
giquement acceptable. 

7. Utilisation d'une quantity pharmacologiquement efficace d'une amine cyclique ou d'un sel pharmacologiquement 
30 acceptable d6riv6 de celle-ci, representee par la formule g£n£rale : 



35 




dans laquelle A reprgsente un groupe naphtyle ou un groupe naphtyle substitue avec un groupe alkoxy comportant 
40 de 1 & 6 atomes de carbone ou un groupe hydroxy ; un groupe ph6nyle ou un groupe ph6nyle substitue avec un 
groupe alkyle comportant de 1 k 6 atomes de carbone ou un atome d'halog&ne ; un groupe quinolyle ; ou un groupe 
alkyle comportant de 1 & 6 atomes de carbone, 
X represente un groupe de formule 

45 O 

11 

-C-CH;-, 



so un groupe de formule 



0 
II 

-C-, 



55 
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un groupe de formule 

0 
II 

-C-CH- 
CH 3 



ou un groupe de formule 

0 
W 

-CH 2 -C-, 

et 

B reprgsente un groupe alkyle comportant de 1 a 6 atomes de carbone, ou un groupe de formule -Y-Z dans laquelle 
Y repr6sente -O- ou -NH- ; et 

Z repr6sente un groupe ph<§nyle qui peut dtre substitu6 avec 1 ou 2 substituants identiques ou difterents, choisis 
parmi un atome d'halogSne, un groupe alkyle comportant de 1 a 6 atomes de carbone et un groupe alkoxy com- 
portant de 1 a 6 atomes de carbone ; un groupe naphtyle : un groupe pyridyle ; ou un groupe alkyle comportant de 
1 a 6 atomes de carbone ; 

pour la preparation d'un m6dicament destine a am6liorer, a traiter ou a pr6venir un symptfime mental associ6 a une 
maladie c6r6bro-vasculaire. 
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